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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/EP99/06886 



I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

D script ion, pages: 

1 -23 as originally filed 

Claims, No.: 

1 -22 as received on 25/08/2000 with letter of 25/08/2000 

Drawings, No.: 

1 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

^> 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 

ill. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
CE3 claims Nos, 10-15,18-21. 

because: 
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the said international application, or the said claims Nos. 10-15,18-21 (see separate sheet, item 1) relate to 
the following subject matter which does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements be/ow) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 



V, Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Yes: 


Claims 


1 -21 (see separate sheet, items 3a and 3b) 




No: 


Claims 


22 (see separate sheet, item 3c) 


Inventive step (IS) 


Yes: 


Claims 


1-9,1 1 ,19-21 (see separate sheet, item 3b) 




No: 


Claims 


10,12-18 (see separate sheet, item 3a) 


Industrial applicability (IA) 


Yes: 


Claims 


1-9,16-17,22 (YES; see separate sheet, item 2a); 10-15, 18-21 








(see separate sheet, items 1 and 2b) 




No: 


Claims 





2. Citations and explanations 
see separate sheet 
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The following I PER is based on th assumption that the present application 
is fullv entitled to its priority date as claimed. 

1) . Claims 10-15 and 18-21 relate to subject-matter considered by this Authority to be 

covered by the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(a)(i) PCT). 

2) . a). The subject-matter of claims 1 -9, 1 6-1 7 and 22 fulfils the requirements of 

industrial applicability. 

b). For the assessment of the present claims 10-15 and 18-21 on the question 
whether they are industrially applicable, no unified criteria exist in the PCT 
Contracting States. The patentability can also be dependent upon the formulation 
of the claims. The EPO, for example, does not recognize as industrially applicable 
the subject-matter of claims to the use of a compound in medical treatment, but 
may allow, however, claims to a known compound for first use in medical 
treatment and the use of such a compound for the manufacture of a medicament 
for a new medical treatment. 

3) . a). SHAW, T. ET AL: "Synergistic inhibition of in vitro hepadnaviral replication by 

PMEA and penciclovir or lamivudine." ANTIVIRAL RESEARCH, (1997) VOL. 34, 
NO. 2, PP. A51. MEETING INFO.: MEETING OF THE INTERNATIONAL 
SOCIETY FOR ANTIVIRAL RESEARCH AND THE TENTH INTERNATIONAL 
CONFERENCE ON ANTIVIRAL RESEARCH ATLANTA, GEORGIA, USA APRIL 
6-1 1 , 1997 (=D1) discloses synergistic action of a combination of PMEA with 
lamivudine in ratios of 3:1 and 44:1 (see abstract). In the light of D1, the subject- 
matter of claims 10,12-15, although formally novel since it relates to a treatment of 
a mammal, does not involve an inventive step since the synergistic action of 
PMEA with lamivudine is obvious from D1. 

The same applies also to the subject-matter of claims 16-18 defining combinations 
of lamivudine with adefovir dipivoxil, since it is known from a further document D2 
(=MULATO, A.S. ET AL: "Anti-HIV activity of adefovir (PMEA) and PMPA in 
combination with antiretroviral compounds: in vitro analyses" ANTIVIRAL RES. 
(1997), 36(2), 91-97) that adefovir dipivoxil is a prodrug of adefovir (see abstract) 
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and mentions that both adefovir as well adefovir dipivoxil are active against 
hepatitis B virus (see abstract). 

b) . On the contrary, the subject-matter of claims 1-9,1 1 ,and 19-21 is novel and 
involves also an inventive step, since the claimed synergistic ratio of lamivudine to 
adefovir or adefovir dipivoxil has neither been disclosed nor rendered obvious in 
the available prior art. 

c) . Claims should be defined by technical features (Rule 6.3 PCT). In the case of 
claim 22 information to the patient does not appear to be a technical feature and 
hence the subject-matter of said claim discloses nothing more than a pack 
comprising either lamivudine or adefovir dipivoxil (.."at least one"..). As far as 
lamivudine is commercially available (Epivir R ) the subject-matter of claim 22 is not 
novel and a claim directed to a patient pack comprising either lamivudine or 
adefovir dipivoxil characterised by an insert comprising patient information would 
be not clear (see above). 
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Claims 

1. A combination comprising (2R,cis)-4-amino-1-(2-hydroxymethyf-1,3- 
oxathiolan-5-yl)-pvrimidin-2-one or a pharmaoeutically acceptable derivative 

5 thereof and a second therapeutic agent, bis(pivaloyloxymethyl)(9-I(R)-2- 
(phosphonomethoxy)ethyl]adenine or a pharmaceutically acceptable derivative 
thereof wherein (2R,cisH-a r n«no-1-(2-hydroxymethyl-1,3-oxathtolan-5-yl> 
pyrimidin-2-one and the second therapeutic agent are present In the range 40:1 
to 1:1 by weight. 

10 

2. A combination according to claim 1 wherein the ratio is in the range 25:1 to 
1 5:1 by weight of active ingredients. 

3. A combination according to any one of claims 1 to 3 for use in 
1 5 medicine. 

4. A pharmaceutical formulation comprising a combination according to 
any one of claims 1 to 3 in association with one or more pharmaoeutically 
acceptable carriers therefor. 

20 

5. A pharmaceutical formulation for use in the treatement of HBV 
comprising (2R,cisM-amino-1-(2-hydroxymethyl-1 ,3-oxathfolan-5-yl)-pyrimidin- 
2-one or a pharmaceutical^ acceptable derivative thereof and a second 
therapeutic agent selected from (9-[(R)-2-(priosphonomethoxy)emyQadenine or a 

25 pharmaceuticatly acceptable derivative thereof, and bis(pivaloyloxymethyl)(9- 
[(R)-2-(phosphonomethoxy)ethyl]adenine or a pharmaceutically acceptable 
derivative thereof wherein (2R,ds)-4-amino-1-(2-hydroxymethyI-1.3-oxathiolarv- 
5-yl)-pyrimidin-2-one and the second therapeutic agent are present in the range 
40:1 to 1:1 by weight 

30 

6. A formulation according to claims 4 or 5 in unit dosage form. 

7. A formulation according to any one of claims 4 to 6 suitable for oral 
administration. 

35 
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8. A formulation according to any one of claims 5 to 7 comprising 
between 25 to 150 mg of lamivudine and 5 to 60 mg adelbvir dipivoxil. 

9. A formulation according to claim 8 comprising 100 mg of lamivudine 
5 and 1 0 mg adefovir dipivoxil. 

10. A method for the treatment of a mammal, including a human, wth an 
HBV infection comprising administration of a therapeutically effective amount of 
a combination comprising (2R,ds)^mino-1-(2-hydroxymethyl-1 i 3-oxathiolan- 

10 5-yl)-pyrimidin-2-one or a pharmaceutically acceptable derivative thereof and a 
second therapeutic agent selected from (9-[(R)-2- 
(phosphonomethoxy)ethyl]adenine or a pharmaceutically acceptable derivative 
thereof, and bis(pivaloyloxymethyl)(9-[(R)-2-(pho5phonomethoxy)ethyl]adenine 
or a pharmaceutically acceptable derivative thereof. 

15 

11. A method as claimed in claim 10 wherein the combination is as 
claimed in any of claims 1 to 3. 

12. A method according to claim 10 or claim 11 wherein the combination is 
20 administered simultaneously. 

13. A method according to claim 10 or daim 1 1 wherein the combination is 
administered sequentially. 

25 14. A method according to claim 10 or daim 1 1 wherein the combination is 
administered as a single combined formulation. 

15. A method as claimed in any one of claims 10 to 14 for the treatment of 
an HBV infection resistant to nudeoside and/or non-nucleoside inhibitors of the 

30 replication of the hepatitis B vims 

16. Use of (2KcisH-amino-1K2-hydroxymethyl-1.3^xathiolan-5-yi)- 
pyrimidin-2-one in the manufacture of a medicament for administration either 
simultaneously or sequentially with bis(p*rvaloyloxymethyl)(9-f2- 

35 (phosphonomethoxy)ethyTJadenine, for the treatment of an HBV Infection. 
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17. Use of bis{pivaloyloxymethyl)(9^-(phosphonometho)cy)e1hyl]adenine 
in the manufacture of a medicament for administration either simultaneously or 
sequentially with (2R,cis)-4^imino-1-<2-hydroxymethyl-1,3-oxathiolan-5-yl)-(1H)- 

5 pyrimidin-2-one for the treatment of an HBV infection. 

1 8. Use of a combination comprising (2R,cis)-4-amino-1-<2-hydroxymethyl- 
1,3-oxathiolan-5-yi)-pyrimidin-2-one or a pharmaceutically acceptable derivative 

i0 thereof and a second therapeutic agent bis<piva!oyloxymethyl)(9-[(R)-2- 
(phosphonomethoxy)ethyl]adenine or a pharmaceutically acceptable derivative 
thereof for the treatment of an HBV infection. 

19. Use of a combination as claimed in any one of claims 1 to 3 for the 
15 treatment of an HBV infection. 

20. Use of a combination comprising (2R,cis)-4-amino-1-(2-hydroxymethyl- 
1 ,3-oxathiolan-6-yl)-pyrimidin-2-one or a pharmaceutically acceptable derivative 
thereof and a second therapeutic agent selected from either (9-[<R)-2- 

20 (phosphonomethoxy)ethyl]adenine or a pharmaceutically acceptable derivative 
thereof, or bis(prvaloyioxymemyl)(9-[(R)-2-(phosphonomethoxy)ethyl]adenine or 
a pharmaceutically acceptable derivative thereof wherein (2R,cis)-4-amino-1-(2- 
hydroxymethyl-1,3-oxathiolan-5-y1)-pyrimidrn-2-one and the second therapeutic 
agent are present in the range 40:1 to 1:1 by weight, for the treatment of an 

25 HBV infection resistant to nucleoside and/or nonnucleoside inhibitor. 

21. Use of a combination as claimed in any one of claims 1 to 3 for the 
treatment of an HBV infection resistant to nucleoside and/or nonnucleoside 
inhibitor of the replication of the hepatitis B virus. 

30 

22. A patient pack comprising of at least one active ingredient selected 
from (2R,cis)-4-ami no-1 - (2-hydroxymeth yM ,3-oxathiolan-&"Vl>-pvrimidin-2-one, 
and bis(ph«loyloxyrTiethyl)(9^2-(phosphonomemc>^)ethyi]adenine and an 
information Insert containing directions on the use of both active Ingredients 

35 together in combination. 
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I. Basis of the r port 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as tt originaily filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -23 as originally filed 

Claims, No.: 

1 -22 as received on 25/08/2000 with letter of 25/08/2000 

Drawings, No.: 

1 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
E3 claims Nos. 10-15,18-21 . 

because: 
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the said international application, or the said claims Nos. 10-15,18-21 (see separate sheet, item 1) relate to 
the following subject matter which does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 



V. R asoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Yes: 


Claims 


1-21 (see separate sheet, items 3a and 3b) 




No: 


Claims 


22 (see separate sheet, item 3c) 


Inventive step (IS) 


Yes: 


Claims 


1-9,11,19-21 (see separate sheet, item 3b) 




No; 


Claims 


10,12-18 (see separate sheet, item 3a) 


Industrial applicability (IA) 


Yes: 


Claims 


1-9,16-17,22 (YES; see separate sheet, item 2a); 10-15, 18-21 








(see separate sheet, items 1 and 2b) 




No: 


Claims 





2. Citations and explanations 
s e separate sheet 
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The following IPER is based on the assumption that the present application 
is fully entitled to its priority date as claimed. 

1 ) . Claims 10-15 and 18-21 relate to subject-matter considered by this Authority to be 

covered by the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(a)(i) PCT). 

2) . a). The subject-matter of claims 1-9, 16-17 and 22 fulfils the requirements of 

industrial applicability. 

b). For the assessment of the present claims 10-15 and 18-21 on the question 
whether they are industrially applicable, no unified criteria exist in the PCT 
Contracting States. The patentability can also be dependent upon the formulation 
of the claims. The EPO, for example, does not recognize as industrially applicable 
the subject-matter of claims to the use of a compound in medical treatment, but 
may allow, however, claims to a known compound for first use in medical 
treatment and the use of such a compound for the manufacture of a medicament 
for a new medical treatment. 

3) . a). SHAW, T. ET AL: "Synergistic inhibition of in vitro hepadnaviral replication by 

PMEA and penciclovir or lamivudine." ANTIVIRAL RESEARCH, (1997) VOL. 34, 
NO. 2, PP. A51 . MEETING INFO.: MEETING OF THE INTERNATIONAL 
SOCIETY FOR ANTIVIRAL RESEARCH AND THE TENTH INTERNATIONAL 
CONFERENCE ON ANTIVIRAL RESEARCH ATLANTA, GEORGIA, USA APRIL 
6-1 1, 1997 (=D1) discloses synergistic action of a combination of PMEA with 
lamivudine in ratios of 3:1 and 44:1 (see abstract). In the light of D1, the subject- 
matter of claims 10,12-15, although formally novel since it relates to a treatment of 
a mammal, does not involve an inventive step since the synergistic action of 
PMEA with lamivudine is obvious from D1. 

The same applies also to the subject-matter of claims 16-18 defining combinations 
of lamivudine with adefovir dipivoxil, since it is known from a further document D2 
(=MULATO, A.S. ET AL: "Anti-HIV activity of adefovir (PMEA) and PMPA in 
combination with antiretroviral compounds: in vitro analyses" ANTIVIRAL RES. 
(1997), 36(2), 91-97) that adefovir dipivoxil is a prodrug of adefovir (see abstract) 
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and mentions that both adefovir as well adefovir dipivoxil are active against 
hepatitis B virus (see abstract). 

b) . On the contrary, the subject-matter of claims 1-9,1 1, and 19-21 is novel and 
involves also an inventive step, since the claimed synergistic ratio of lamivudine to 
adefovir or adefovir dipivoxil has neither been disclosed nor rendered obvious in 
the available prior art. 

c) . Claims should be defined by technical features (Rule 6.3 PCT). In the case of 
claim 22 information to the patient does not appear to be a technical feature and 
hence the subject-matter of said claim discloses nothing more than a pack 
comprising either lamivudine or adefovir dipivoxil (.."at least one"..). As far as 
lamivudine is commercially available (Epivir R ) the subject-matter of claim 22 is not 
novel and a claim directed to a patient pack comprising either lamivudine or 
adefovir dipivoxil characterised by an insert comprising patient information would 
be not clear (see above). 
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1. A combination comprising (2R,cis)-4-amino-1-(2-hydroxymethyl-1,3- 
oxathiolan-5-yl)-pyrimidin-2-one or a pharmaceutical^ acceptable derivative 

5 thereof and a second therapeutic agent selected from (9-[(R)-2- 
(phosphonomethoxy)ethyl]adenine or a pharmaceutical^ acceptable derivative 
thereof, and bis(pivaloyloxymethyl)(9-[(R)-2-(phosphonomethoxy)ethyl]adenine 
or a pharmaceutically acceptable derivative thereof wherein (2R,cis)-4-amino-1- 
(2-hydroxymethyl-1,3-oxathiolan-5-yl)-pyrimidin-2-one and the second 
10 therapeutic agent are present in the range 40:1 to 1:1 by weight. 

2. A combination according to claim 1 wherein the ratio is in the range 
25:1 to 15:1 by weight of active ingredients. 

15 3. A combination according to claim 1 or 2 wherein the second 

therapeutic agent is bis(pivaloyloxymethyl)(9-[(R)-2- 

(phosphonomethoxy)ethyl]adenine or a pharmaceutically acceptable derivative 
thereof. 

20 4. A combination according to any one of claims 1 to 3 for use in 

medicine. 

5. A pharmaceutical formulation comprising a combination according to 
any one of claims 1 to 3 in association with one or more pharmaceutically 

25 acceptable carriers therefor. 

6. A formulation according to claim 5 in unit dosage form. 

7. A formulation according to any one of claims 5 to 6 suitable for oral 
30 administration. 




8. A formulation according to any one of claims 5 to 7 comprising 

between 25 to 150 mg of lamivudine and 5 to 60 mg adefovir dipivoxil. 
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9. A formulation according to claim 8 comprising 100 mg of lamivudine 
and 10 mg adefovir dipivoxil. 

10. A method for the treatment of a mammal, including a human, with an 
5 HBV infection comprising administration of a therapeutically effective amount of 

a combination comprising (2R,cis)-4-amino-1-(2-hydroxymethyl-1,3-oxathiolan- 
5-yl)-pyrimidin-2-one or a pharmaceutical^ acceptable derivative thereof and a 
second therapeutic agent selected from (9-[(R)-2- 
(phosphonomethoxy)ethyl]adenine or a pharmaceutical^ acceptable derivative 
1 0 thereof, and bis(pivaloyloxymethyl)(9-[(R)-2-(phosphonomethoxy)ethyl]adenine 
or a pharmaceutical^ acceptable derivative thereof. 

11. A method as claimed in claim 10 wherein the combination is as 
claimed in any of claims 1 to 3. 

15 

12. A method according to claim 10 or claim 1 1 wherein the combination is 
administered simultaneously. 

13. A method according to claim 10 or claim 1 1 wherein the combination is 
20 administered sequentially. 

14. A method according to claim 10 or claim 1 1 wherein the combination is 
administered as a single combined formulation. 

25 15. A method as claimed in any one of claims 10 to 14 for the treatment of 
an HBV infection resistant to nucleoside and/or non-nucleoside inhibitors of the 
replication of the hepatitis B virus 

16. Use of (2R t cis)-4-amino-1-(2-hydroxymethyl-1 ,3-oxathiolan-5-yl)- 
30 pyrimidin-2-one in the manufacture of a medicament for administration either 

simultaneously or sequentially with bis(pivaloyloxymethyl)(9-[2- 
(phosphonomethoxy)ethyl]adenine, for the treatment of an HBV infection. 

17. Use of bis(pivaloyloxymethyl)(9-[2-(phosphonomethoxy)ethyl]adenine 
35 in the manufacture of a medicament for administration either simultaneously or 
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sequentially with (2R,cis)-4-amino-1-(2-hydroxymethyl-1 ,3-oxathiolan-5-yl)-(1H)- 
pyrimidin-2-one for the treatment of an HBV infection. 

5 18. Use of a combination comprising (2R l cis)-4-amino-1-(2-hydroxymethyl- 
1,3<>xathiolan-5-yl)-pyrimidin-2-one or a pharmaceutical^ acceptable derivative 
thereof and a second therapeutic agent selected from (9-[(R)-2- 
(phosphonomethoxy)ethyl]adenine or a pharmaceutical^ acceptable derivative 
thereof, and bis(pivaloyloxymethyl)(9-[(R)-2-(phosphonomethoxy)ethyl]adenine 
10 or a pharmaceutical^ acceptable derivative thereof for the treatment of an HBV 
infection. 

19. Use of a combination as claimed in any one of claims 1 to 3 for the 
treatment of an HBV infection. 

15 

20. Use of a combination comprising (2R,cis)-4-amino-1-(2-hydroxymethyl- 
1,3-oxathiolan-5-yl)-pyrimidin-2-one or a pharmaceutical^ acceptable derivative 
thereof and a second therapeutic agent selected from either (9-[(R)-2- 
(phosphonomethoxy)ethyl]adenine or a pharmaceutical^ acceptable derivative 

20 thereof, or bis(pivaloyloxymethyl)(9-[(R)-2-(phosphonomethoxy)ethyl]adenine or 
a pharmaceutical^ acceptable derivative thereof for the treatment of an HBV 
infection resistant to nucleoside and/or nonnucleoside inhibitor. 

21. Use of a combination as claimed in any one of claims 1 to 3 for the 
25 treatment of an HBV infection resistant to nucleoside and/or nonnucleoside 

inhibitor of the replication of the hepatitis B virus. 

22. A patient pack comprising of at least one active ingredient selected 
from (2R,cis)-4-amino-1 -(2-hydroxymethyl-1 , 3-oxathiolan-5-yl)-pyrimidin-2-one, 

30 and bis(pivaloyloxymethyl)(9-[2-(phosphonomethoxy)ethyl]adenine and an 
information insert containing directions on the use of both active ingredients 
together in combination. 



PATENT COOPERATION TREATY 



From the INTERNATIONAL SEARCHING AUTHORITY 



PCT 



To: 

GLAXO WELLCOME PLC 
Glaxo Wellcome House 
Attn. Teuten, Andrew J* 
Berkeley Avenue 
Greenford 
Middlesex UB6 ONN 

1 1 1 Vv^A Wl/W will* 

UNITED KINGDOM 


NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCT Rule 44.1) 


Date of maBng 

(tey/montMyear) 27/03/2000 


Apptcanrs or agenfs file reference 
PU3514/PCT 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


International appBcation No. 
PCT/EP 99/06886 


International filing date 
(day/montHyoar) 17/09/1999 


Applicant 

GLAXO GROUP LIMITED et al . 



m The ajxaflcatf Is hereby notified that the Intematiorta) Seaich Report h& 
Filing of anion chi Mints and statement under Article 19: 

The applicant Is errtffled , tf he eo wishes, to amend the claims of the IntematlooaJ .Appflcatio o (s^QuJe46): 



When? The time llmfr for flBng such amendments Is nonmaffy 2 months from the date of trartamfttal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet 



Where? Directly to the Irrtemational Bureau of WlPO 

34, chemtn dee CcJombettea j 
1211 Geneva 20, Swftzeriand ( 
Faadmlle Na: (41-22) 740.1 4*35 

For more detailed instructions, see the notes on the a<xompaxrying sheet • 



2000 



Mr 



2. I | The applicant la hereby notttie^C-at no International Search Report wfil be eet^ 
1 — 1 Artfde17(2)(a) to that effects herewtth. 

3. Q With regard to the protest against payment of (an) addUonal fee(8) under Rule 40.2, the applicant Is notified that 

□ the protest together wtti the decision th^ 
appBcarfa request to forward the texts both the protest art the dedskxi 

| | no decision has been made yet on the protest; the applicant wffl be notified as soon as a decision is made. 

4. Further «ction(s): The appflcant Is reminded of the foBowlng: 

Shortly after 1 6 months from the priority date, the Irrtemational application will be pubBshed by the I ntemational Bureau. 
If trteappBcart wishes to avoid or postp^ or of the 

priority claim, must reach the International Bureau as provided In Rides 906&1 and 90&&.3, respectively, before the 
completion of the technical preparations for International publication. 

WRhln 1 9 months from the priority date, a demand for Irrtemational preflnrilnary examination must be filed If the applicant 
wishes to postpone the entry Into the rwttonaJ phase untfl 30 riKxrlhs later). 

Wtttin 20 months from the priority date, the applicant n«f* 
before all designated Offices which have not been elected in the demand or In a later election wtmh 19nwnthstromthe 
priority dat or could not be elected because they are not bound by Chapter 1 1. 



Kama and mailing address of the Irrtemational Searching Authority 

European Patent Office, P.B. 5618 Patentiaan 2 
NL-2280 HV Rljswflk 
QJji TeL (+31—70) 340-2040, Tx 31 651 epo nl, 
Fax: (+31-70) 340-0016 




Authorized officer 

Claudia Aragone 



Express Mail Label 
EL3 95942 155 US 



NOTE9MRFORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the tatter are applicable. For more 
detailed Information, see also the PCT Applicant's Guide, a publication of W1PO. 

In these Notes, "Article* , •Rule*, and •Section* refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application, ft should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there is usually 
no need to fHe amendments of the claims under Article 1 9 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international pbulication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 



What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable, Article 41 . 



When? Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority 

date, whichever time limit expires later. H should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 



Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where <± demand for international preliminary examination has been As filed, see below. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amendmg the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language In which the International application Is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter wiH not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 1 9(1)* (see below, under "Statement under Article 19(1)*). 

The letter must be In English or French, at the choice of the applicant. However, If the language of the 
international application Is English, the letter must be In English; rf the language of the International application 
is French, the letter must be In French. 
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The letter must indicate the differences between the claims as filed and the claims as amended, tt must, in 
particular, incfcate, in connection with each claim appearing in the international application (it being understood, 
that identical indications concerning several claims may be grouped), whether 

(0 the claim is unchanged; 

(H) the claim is cancelled; 

(m) the claim is new; 

frv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The following examples Illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1 . [Where originally there were 48 claims and after amendment of some claims there are 51): 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 46 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. [Where originally there were 1 5 claims and after amendment of ail claims there are 11]: 
"Claims 1 to 1 5 replaced by amended claims 1 to 1 1 ." 

3. (Where originally there were 14 claims and the amendments consist in cancelling some claims and in adding 
new claims]: 

"Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new darns 15, 16 and 17 added." or 
'Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged/ 

4. [Where various kinds of amendments are madej: 

"Claims 1-10 unchanged; claims 11 to 1 3, 18 and 19 cancelled; claims 1 4, 1 5 and 1 6 replaced by amended 
daim 1 4; claim 1 7 subdivided into amended claims 1 5, 1 6 and 1 7; new daims 20 and 21 added ." 



"Statement under article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Artide19(1)). 

The statement will be published with the international application and the amended daims. 
It must be In the language In which the international appptlcation Is to be published. 

It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the tetter indicating the deferences between the claims 
as filed and as amended, tt must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 1 9(1 ).* 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given daim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence If a demand for International preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amendments with the 
International Bureau, also file a oopy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence) 



Consequence with regard to translation of the International application for entry Into the national phase 

The applicant's attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
daims as amended under Artide 19 may have to be furnished to the designated/elected Offices, instead of, or 
in addition to, the translation of the daims as filed. 

For further details on the requirements of each designateoVeleded Office, see Volume II of the PCT Applicant's 
Guide 
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FOR FURTHER «^ Notification of Transmmal of Irrtemationai Search Report 

. (Form PCT/ISA/220) as wei as, where appflcaWe, tern 5 below. 

ACTION 


International appflcaHon No. 
PCT/EP 99/06886 


International Wing date (day/month/y&ai) 

17/09/1999 


(Earieet) Priority Date (day/momh/yoar) 

18/09/1998 


Applicant 

GLAXO GROUP LIMITED et al . 



TWa international Search Report has been prepared by this International Searching Authority and Is transmitted to the appflcant 
according to Article 1& A copy Is being tranamftted to the International Bureau. 

This International Search Report consists of a total of 4 sheets. 

|X| It is also acconnpanled by a copy of each prior art document cited In this report 



1. B a sts of the report 

a WRh regard to the lang^iag^.tte international search was carried out on the basis erf trie International application In the 
language In which It was filed, unless otherwise tnoTcated under this Rem. 

I I the International search was carried out on the basis of a translation of the International application furnished to this 
L — J Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide andfor amino acid sequence disclosed In the International application, the International search 
was carried out on the basis of the sequence Bating : 

contained fen the Intemational application In written form, 
filed together wfth the kitemationaJ application in computer readable form, 
furnished subsequently to this Authority In written form, 
furnished subsequently to this Authority In computer readble form. 

the etatemerttrtat the subsequent In the 

International application as ffled has been furnished. 

the statement that the Information recorded In computer readable form Is Identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unfry of invention is lacking (see Box II). 

4. WRh regard to the title, 

fl the text la ap proved as submitted by the appflcant 

(Xj the text has been established by this Authority to read as follows: 

ANTIVIRAL COMBINATIONS OF LAMIVUDINE AND ADEFOVIR 



□ 
□ 
□ 
□ 
□ 

□ 

□ 
□ 



5. Wfth regard to the abstract, 

|X| the text Is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as * appears In Box II L The appflcant may, 
wtthin one month from the date of maHing of this Intemational search report, submft comments to this Authority. 

a The figure of the drawings to be published wfth the abstract Is Figure No. J 

| | as suggested by the appflcant Q None of the figures. 

|X| because the applicant fafled to suggest a figure. 

| | because this figure better characterizes the Invention. 
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X,P PERRILLO: "Gllead Presents Preliminary 
Clinical Data demostratlng activity of 
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'Online! 9 April 1999 (1999-04-09), 
XP002132868 
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'retrieved on 2000-03-13! 
the whole document 

X,P THOMPSON M. ET AL: "Randomized Study of 
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with Indinavir (IDV) and reverse 
transcriptase Inhibitors for 
treatment-naive HIV Infected patients" 
ABSTRACTS AND POSTERS IAPAC, 'Online! 
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Retrieved from the Internet: 
<URL : http : //www . 1 apac . org/conf erences/gl as 
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abstract; table 1 

0N0-NITA, S. K. (1) ET AL: 
"Susceptibility of lamivudlne resistant 
hepatitis B virus to other antlvlrals: 
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PART 2, 4U».. 165A. MEETING INFO.: BIENNIAL 
SCIENTIFIC MEETING OF THE INTERNATIONAL 
ASSOCIATION FOR THE STUDY OF THE LIVER AND 
THE 49TH ANNUAL MEETING AND POSTGRADUATE 
COURSES OF THE AMERICAN ASSOCIATION FOR 
THE , XP000890075 
abstract 

MULATO, A.S. ET AL: "Ant1-KIV activity of 
adefovlr (PMEA) and PMPA 1n combination 
with ant1 retroviral compounds: In vitro 
analyses" 

ANTIVIRAL RES. (1997), 36(2), 91-97 , 

XP000890091 

abstract; figure 1A 

page 93, column 2, paragraph 2 

-/- 
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abstract 
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treatment of hepatitis B virus 
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abstract; figure 3 
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abstract 
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-resistant hepatitis B virus In a renal 
transplant recipient: durable response 
after orthotopic liver transplantation on 
adefovlr dlplvoxll and hepatitis B immune 
globulin." 
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PATENT COOPERATION TREATS 

PCT 



INTERNATIONAL SEARCH REPORT 

(PCT ArUcI 18 and Rules 43 and 44) 



Applicant's or agents file reference 
PU3514/PCT 


FOR FURTHER 860 Notification of Transmittal of International Search Report 
- ^..a., (Form PCT/ISA/220) as well as, where applicable, Item 5 below. 
ACTION 


International application No. 

PCT/EP 99/06886 


International filing date (day/month/year) 

17/09/1999 


(Earliest) Priority Date (day/month/year) 

18/09/1998 


Applicant 

GLAXO GROUP LIMITED et al . 



This International Search Report has been prepared by this International Searching Authority and Is transmitted to the applicant 
according to Article 18. A copy Is being transmitted to the International Bureau. 



This International Search Report consists of a total of 4 

|X| It ts also accompanied by a copy of each prior art document cited In this report 



Basis of the report 

a. With regard to the language, the International search was carried out on the basis of the International application In the 
language In which It was filed, unless otherwise Indicated under this Item. 

I I the International search was carried out on the basis of a translation of the International application furnished to this 
Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed In the International application, the International search 
was carried out on the basis of the sequence listing : 

| | contained In the International application In written form. 

filed together with the International application In computer readable form, 
furnished subsequently to this Authority In written form, 
furnished subsequently to this Authority In computer readble form. 



□ 
□ 
□ 
□ 

□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure In the 
International application as filed has been furnished. 

the statement that the Information recorded In computer readable form Is Identical to the written sequence listing has been 
furnished 



2. 
3. 



| | Certain claims were found unsearchable (See Box I). 
| | Unity of invention is lacking (see Box II). 

With regard to the title, 

| | the text Is approved as submitted by the applicant 

[X| the text has been established by this Authority to read as follows: 

ANTIVIRAL COMBINATIONS OF LAMIVUDINE AND ADEFOVIR 



5. With regard to the abstract, 

|X| the text Is approved as submitted by the applicant 

I I the text has been established, according to Rule 38.2(b), by this Authority as It appears In Box III. The applicant may, 
' — 1 wtthln one month from the date of mailing of this International search report, submit comments to this Authority. 

6. The figure of the drawings to be published with th abstract Is Rgure No. 1 



I I as suggested by the applicant. Q None of the figures. 

|X| because the applicant failed to suggest a figure. 

| | because this figure better characterizes the Invention. 
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